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Lkajfi: - &Jot for hpltmentation 

Thk draft guidance, when finrilized, kill represenb the Food aed -z)rtcg Administration 5 
(FDA ‘s) current thin k&g on t&is topi<. It does not create or cotifer ~ct?y rights for or on 
any person and does no$ operate to b&d FDA or thepcrblic. Zou east use an alternative 
approach if the approakh satisfies the reqtiirementsSof the ~p~~cu~~~statutes and 
regulations. If you want ta disc~+~s an altern&ve approach, ‘contact &e FDA staff 
responsible for implemqn-ting t&s g&dance. If yolt cane& iden#y t&e appropriate FDA 

htroduction 
Evaluation of Premarket Approval Applications (PMAs) by the Center for Devices and 
Radiological Health (CDRH or Center) is a multi-step process in which the Center evaluates 
the sponsor’s information to reach the final decision on whether a product can be approved. 
To help assure the continued safety and effectiveness of an ,appruved device, CDRH 
sometimes requires post-approval studies (these have sometimes been referred to as 
Condition of Approval or Post-Approval studies) under 2 J: C.F;R, 814.82(a)(2), which states: 

Post-approval requirements may include as a condition to approval of the device: 
Continuing evaluation~and pwiodic reporting on the safety, effe~ctiveness, and 
reliability of the device for its intended use. FDA will,state in the ‘PMA approval 
order the reason or purpose forsuch requirement and the number ofpatients to be 
evaluated and the reports required to be submitted. 

Congress recognized the value of post-market controls in the Food and Drug Administration 
Modernization Act of 1997 (FDAMA); which added section 5 13(a)(3)(C) to the Act. Section 
5 13(a)(3)(C) provides: 
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In making a determination of a reasonable assurance ofthe effectiveness of a device 
for which an application under section 515 has been submitted, the Secretary shall 
consider whether the extent of data that otherwise would be,required for approval of 
the application U;ith respect to effectiveness can b reduced through reliance on 
postmarket controls. 

Thus, post-market controls, including post-approval studies, are a valuable too1.m striking a 
balance between requiring the least burdensome evidence to support premarket approval and 
assuring continued product safety and effectiveness through real-world .snd long-term follow- 
up of marketed devices. 

Our goal in this guidance is to provide,reeommendations to sponsors and CDRH staff on 
expectations concerninglformat; content, and review of reports related to post-approval 
studies imposed by PMA order to,help ensure they are conducted ef%ctively and efficiently, 
and in a least burdensome ,manner. Although some post-appfoval studies may involve 
animal or laboratory bench studies, thelrecommendations in this draft guidance focus on 
clinical post-approval $tudies, We intend for these mcommendationsto improve post- 
approval studies by: 

l helping the Center and sponsors assure clear and consistent data from all sponsors; 
o helping us easily: and quickly identify and track p&t-approval studies; 
0 enhancing sponsor’ and FDA discussions on mutually understood study objectives; 
l facilitating timely discourse on ‘study issues and challenges;, and 
* providing opportunities to res&e issues. 

In sum, these improvements are, intended to enhance postmark& safety by ensuring that 
appropriate post-approval studies are efficiently initiated, completed, and reviewed. 

FDA’s guidance documents, including this guidance,$do not establish legally enforceable 
responsibilities. Instead, guidances describe the Agency’s current thinking on a topic and 
should be viewed only as recommendations, unless specific regulatory or statutory 
requirements are cited. The use ofthe wordy shuuld in Agency guidances means that 
something is suggested or recommended, but not required. 

Background 

The last few years have seen more attention focused on. post-approval studies for FDA- 
regulated products. A 1996~I3-B Gffide of Inspector General &X3) study questioned the 
effectiveness of the Center for Drug Evaluation and Research’s {CDER) ability to track post 
marketing studies’. In the 199’7 FDAMA legislation, Congress imposed certain requirements 

‘Postmarketing Studies of Prescription Drugs. Department of Wealth and Human Services, 
Office of Inspector General Final Report, May 1996. 
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on post-market studies of drugs (section 506B (21 U.S.C. 3.566;)). In response, CDER and the 
Center for Biological Evaluation and Research (CBER) post on CDER’s website 
htt~://~.accessdata,fda,aov/scri~tslcd~rlpmc/index.cfm-the status of certain post 
marketing studies. Regarding medical devices, the’Instit&e of Medicine has initiated a study 
that, among its other objectives; will focus on our ability to use post-approval studies as an 
effective postmarket surveillance took 

CDRH also initiated an internal review to evaluate its ability to monitor post-approval 
studies. As a result of that review we have: 

o expanded consultation between the Office of Device Evaluation (ODE) and the Office 
of Surveillance .&d Biometrics-(OSB) on designing post-approval studies; 

* developed a new post-approval‘study Gomputer tracking system; 
l shifted the responsibility for monitoring the progress and results &post-approval 

studies from the premarket staff,:ODE, to the postmarket staff; OSB; 
l established a joint ODE-OSB task force to evaluate andrecommend methods to 

improve the quahty and completion of post-approval studies; and 
* determined appropriate public inotification and enforcement options concerning post- 

approval studies., 

These actions are intended to ensure that: 

* sponsors produce pos$-approval studies that use good science and high quality 
methodology in the study design; 

* sponsors provide study results at agreed-upon intervals; 
l CDRH provides timely and accurate notification to sponsors regarding their study 

status; and 
l CDRH provides appropriate pubiic notification of study i-nformation and, when 

necessary, undertakes withdratial proceedings,in accordantie 4th section 5 15(e) of 
the Act. 

Purpose of the .Gmidance 
The draft guidance has two purposes. First, it is designed to aid sponsors who are subject to 
post-approval study requirements imposed by PMA order by providing specific 
recommendations on the information they should inchtde when submitting their post- 
approval protocols and study results. 

Second, the draft guidance is intended to increase the transparency of CDRH’s approach to 
post-approval study requirements. The guidance discusses CDws plan to inform 
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stakeholders of the status of post-approval studies by posting the status ton the.Internet.2 In 
addition, the guidance discusses” opportunities for sponsors and CDRkI staff to present the 
status of post-approval studies during the public meetings of the Advisory Panels that may 
have recommended approving the device with a condition that the sponsor conduct a post- 
approval study. 

The Least Burdemmme -Approach 

This draft guidance document reflects our careful review of what we believe are the relevant 
issues related to the procedures for handling post-approval studies and what we believe 
would be the least burdensome way of addressing these issues. If you have comments on 
whether a less burdensome approach exists or other matters related to. this guidance 
document, please submit your comments as indicated-on the cover of this document. 

Studies 

We recommend that in reporting the status of post-approval&t&es spons.ors understand and 
use the following terms: 

Post-Approval Studv is a clinical studyor other investigation, usually conducted under a 
single protocol and included in.the PMA order5 to gather specific information to address 
precise study objectives about an approved medical device. 

Post-Approval Studv Commitment is an agreement by the sponsor, and confirmed by us in 
writing to conduct one or more studies to provide additional information concerning the 
approved medical device. A post-approval study commitment will usually consist of one 
study, i.e., the completion of a single study will fulfill- that post-approval study commitment. 

Interim Study Status Reports are reports to CDRH onthe -status of the post-approval study 
prior to its completion. An interim study status report should be submitted every six months 
for the first two years of the study and ,annually thereafter until the time a Final Study Report 
has been submitted. You should use one of the terms below to blescribe the status of the study 
in the interim reports. Tihese terms will also be used on the IDA web page to describe the 
study status. 

o Pending: The study has-not b,egun (i.e., no subjects have,been enrolled), but 
the projected date for empleting patient accrual has not passed. If the study 
has not been initiated by the projected~ date for completion of patient 
enrollment, you should .categorize the study as Delayed. 

2 As noted earlier, CDER and CBER already provide similar i~o~ati~n,on their websites. 
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o On-going: The study is:proceeding actiording toi or is ahead of, the original 
schedule, A study is on+going as long as the activities are proceeding 
according to the original schedule and until ,a ‘final study report is submitted to 
and accepted,by us. 

o Delayed: The study. is delayed when either- 1) it-is proceeding but is behind 
the original scheGule os.2) we have not received-the. ilrr rim report within one 
month of its due date. Delays can occur in any :phase ofthe study, including 
patient enrollment, analysis .of study results, or submission of the interim or 
final report. The original schedule, whichis typically stated in the PMA order, 
serves as the basis for defining a study as Delayed. 

o Terminated:, You have ended the study before completion, do not intend to 
finish the study as it was originally designed, arxl have got submitted a final 
study report. 

o Submitted: You have concluded or terminated the study, and submitted a final 
study report, but we have not advised,you that you met the study 
commitment. 

o Completed: You have submitted and we have aceepted’~the final study report. 

When Should ,Sponsors Submit P~~t~App~~~~~ Study 
Protocols? 
The final protocol for a post-approval study and the schedulefor study qmpletion are based 
upon agreements reached between CDRH and you. Generally, we will ask for and you should 
submit protocols prior t6 PMA appraval If a protocol is not agreed upon prior to the device 
approval, you should submit theprotocol as a PMA suppleme,nt within ‘an agreed upon 
timeframe and clearly label it Post-anproval Studv Protocol. In addition, you will generally 
be ordered to submit study status reports, as discussed later in this guidance. 

What Will Hqqe-tl if’ the Sponsor md-:C 
Agree on a Proto,col? 

As discussed earlier, we:developed this draft guidancg to help facilitate, timely discussions 
with sponsors on study issues and challenges. We beheve that early and on-going interactions 
with sponsors will minimize any disagreements on protocols or other study issues and will be 
the primary method for resolving any issues. Bowever, if conc&ns remain unresolved or a 
sponsor does not comply with post-approval, study requirements, other actions may be 
necessary. In appropriate instances, the’agency has authority to.order.postmarket surveillance 
under section 522 of the:act (21 C.F.R. part 822) and, where the legal criteria are met, to 
withdraw approval of the PMA under section 5‘15fe)‘of the act (21 C;F& 8 14.46(a)), In 
addition, a significant or knowing failure to report information about a post-approval study, 
or where such failure constitutes a risk to public health, may result in civil money penalties. 
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What Should the 
Include? 

The Center’s ability to-tqack and evahi&e post-approval, depends uponthe quality and 
timeliness of information provided by the sponsor. The. recommendations in this section are 
intended to ensure that the reports you submit contain ~~ough,i~fo~at~o~ for us to identify 
the sponsor, product being studied, specific study being conducted, status of the study and the 
reasons, if any, for delays or failures to complete the study. We beIieve.the data elements 
below will allow us to provide you with timely and effective feedback. 

We recommend that you provide the information listee below for each post-approval study 
submitted under 21 C.F.R. 814,82(a)@). When’more than one study is being conducted to 
respond to a single commitment, you should list appropriate information for each study 
separately. We recommend that your post-approval study reports provide the following 
information, clearly identified and in separate sections when you submit your reports: 

Section I: General Information: We recommend this section contain the following 
information: 

l Sponsor Name and Information: The name of the individual or entity holding the 
approved PMA. i 

o Company Name&stitution Name 
o Establishment Registration Number 
o Division .Name (if applieable) 
o Phone Number (include area code) 
o Fax Number (include area code) 
o Street Address 
0 City , 
0 State/Province 
o Zip/Postal Code 
0 Contact name and title 
o Contact e-mail address 

l Submission Correspondent imormation (if different from. Sponsor) should contain: 
o Company NameJInstitutionName 
o Phone Number (include area code) 
o Fax Number (include &ea code) 
o Street Address 
0 City 
0 StatelProGince 
o Zip/Postal Code 
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o Contact name and title 
o Contact e-mail address 

Product Name: The approved product’s established name a$ proprietary name. If the 
product is distributed under more than one proprietary name, you should include all 
proprietary names. 
Model Number 
Application Number: The PMA number and supplement number? if any, for which the 
post-approval commitment was made. 
Date of PMA approval: The date the PMA or PMA supplement was first approved for 
marketing in the United ,States for which the post-approval-,st~d~ is required under 21 
C.F.R. 814.82(a), Thisxlate will appear on the approval letter for the original 
application. 
Date of Post-approval Study Commitment: For study conxnitments made before or at 
the time of approval of an original application or supplemental application, this date 
is the same as the date of”FDArs approval of the original application or supplemental 
application. ‘For commitments &x&xd after approval, this~ is the date of FDA’s letter 
confirming the commitment. 
Phone Number (include area-code) 
Fax Number (include area code) 
Street Address 
City 
State/Province 
Country 
Zip/Postal code 
Contact name and title 
Contact e-mail, address 

Section II: Submission Information: We recommend) this section contain- the following 
information: 

l Date of Submission 
e Data included in t&s submission (choose one): 

0 Clinical Studies, 
o Animal Studies. 

l Type of Submis$ion: (Choose one) 
o Postmarket Study Protocol, 
o Postmarket Study Protocol Revision, 
o Postmarket Study Interim Report, or 
o Postmarket Study Final Report 
o Response to FDA Correspondence Concerning 

0 Deficient Study Protocol, 
* DeficientInterim Report, 
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l Deficient F inal Report, or 
0 O ther Reason (specify). 

I Interim  Study status (see Definitions of Terms used in Reporting,Post-Approval 
Studies): 

o Pending, 
0 On-going, 
o Delayed, 
o Terminated, or 
o Submitted. 

Section III: Study Information: W e  recommend this section contain the following information 
(as applicable): 

* Purpose of the study, including&udy goals and objectives. 
l Patient population being studied, including specif& illness or condition-and whether 

the study targets ,subpopulations Such as pediatric .or geriatrics, the total number of 
subjects to be studied and length of patient follow&p. 

l Orig‘inal schedule for conducting study, date CDRH and you agreed to the schedule, 
and the date for completing and reporting the post-approval study commitment. This 
is the original schedule established by CDR$I and you. W e  recognize that study 
phases may vary depending on the type and desi,gn ofthe,study. However, in 
conducting a study, certain m ilestones are common and;important to determine the 
study progress. Theseare: 

o study start date, 
o date of submitting the study protocol to us, 
o patient accrual start date, 
o total patient accrual completion to date, 
o total patient accrual r&e tu date: You .should provide the number of patients 

that have, been enrolled.to date and the total planned enrollment for the study. 
o study targets: percentage of patients reaching each clesignated study phase, 
o anticipat&study completion date, 
o submission of’interim  study report date, and 
o submission of the final study report date 

l To the extent necessary, you should explain the~particukr status category 
0 Revised schedule, if thesstudy schedule has changed since yourlast~report. 
o Explanation for the basis ~for the revision.of the study schedule..You should explain, 

in detail, the causes for delays and your plan(s) lo addresS the obstacle(s) to continue 
the study. 

l Summary data and interpretation of study results to date. 

You should provide the projected dates for phases &the study in-the original schedule that 
you submitted to us. In addition, if the study commitment includes&porting intermediate 
m ilestones (e.g., evaluation .of surrogate endpoints in a study that @so measures clinical 
benefits), you should include them in the projected seheduie. You shoulduse the actual date 
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for any milestones that have been met at the time of thereport (e.g., submission of study 
protocol). 

When Should Sponsors S~~rn~t ~~st~~~p~~~~~~ Study 
Status Reports? 
Unless otherwise specified in the PMA approval order, you should submit a post-approval 
study status report for medical devices.every six (6) months fur~the-firs~ two years and 
annually thereafter from the date of the:PMA-approval letter or’other negotiated starting 
dates. This should continue until~you have stibmitted a final study report and we have notified 
you that you have met the commitment. 

You should mark the reports as 6-Mw$h Post-Apprqval Stud5 Repoti, Annual Post- 
Approval Study Report, H-Month Post-Approv~l.St~~y Rep&, 24~~~~th Post- 
Approval Study Report. If you are following a different reporting schedule, you should 
indicate the appropriate time span on the report cuver in bold letters, You should send,all 
reports to: 

PMA Document Mail Center (HFZ-401) 
Center for Devices and Radiological Health 
Food and Drug Administration I 
9200 Corporate Boulevard 
Rockville, Maryland 20850 

We recommend that you submit the fin& study report as a separate submission to the PMA. 
However, you may also submit the final study report as part of the annual report. Your cover 
letter should prominently identify the submission as FINAL IXWT-AEfPkOVAL STUDY 
REPORT at the top of the letter and should identify the condition(s) you -addressed (i.e., 
refer to the condition wording and number, if any, used in the approval-Letter). 

We will evaluate interim post-approval study reports based on a wide range of criteria. 
Among these are: 

l the expected versus the actual progress of the study; 
0 causes for and solutions to delays in. the study progress; and 
l adherence to agreed upon methodology and reasons for deviations from the 

methodology. 
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We will contact you for &ariGcation if we disagree with your categorization of the status of 
the study. With this clarification in mind, we will change.the status if we believe the data 
support a different status category. ’ 

Your study’s final report should describe the study and its. results and explain how the study 
fulfills-the post-approval study .order.. We will review your final report and determine whether 
or not you have satisfied the post-approval study commitment. If we conclude that you have 
met the study commitment, you will no longer need to report the status of the study. We will 
send you a letter info&&g youthat you have satisfied your commitment, 

If the final report describes the study b@ does not fulfill. the post-approwaI study order, you 
should provide an explanation. Theremay be legitimate circun&ances that make it 
impossible or inappropriate for the sponsor to complere a’particular po&-approval study. If 
we determine that the study cannoi be completed as designed but the study objectives remain 
important, we may terminate the original study and discuss with you establishing a new post- 
approval study commitment and schedule. -If we conclude, however, that, you have not met 
the study commitment required pursuant to 21 C.F.R.” 814.82, we may also consider whether 
other options, e.g., postmarket &rrveilla.uce under se&ion 522 ofthe Aet, or, in appropriate 
cases, enforcement actions including civil money penalties, are necessary. 

We recommend that you communicate at the earliest possible time with the Center if you 
intend to terminate the study. 

We have o&en stressed the need to be transparent to uur stakeholders, including consumers, 
physicians, and industry, To accomplish this goal, we intend to,publicly post the status of the 
post-approval studies on our website. We will comply with the requirements of 21 C.F.R. 
part 20 on the disclosure, of information and will -not make public any confidential 
commercial or financial .information or. trade secrets3,:or any informationthe d&losure of 
which might cause an unwarranted invasion of personal privacy~” 

3 21 C.F.R. 20.61. 
4 See, for example, 21 C.F.R. 20.63(a), “The names or .ofber information which would 
identify patients or research subjects in: any medical or similar report, test, study or other 
research project shall be deleted before ,the record is made available for public ‘disclosure.” 
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Dra$ - Notfor ImpEementation 

To make information available to the p&ic, we will post the information on the post- 
approval studies using an Agency website. The data elements that may be posted are: 

l Sponsor Name 
l Product name/Proprietary Nan&S) 
l PMA number 
0 Annual Report Due Date 
0 Annual Report Received. 
l Commitment Description 
* Current Status 

We will list study commitments on the.FDA Internet website for one year following the date 
of CDRH’s letter confirming that the commitment was fulfihed., After that year has ,passed, 
we intend to remove the references from the website. This approach is consistent with the 
FDA policy on CDER .and CBER post marketing studies. 

We may seek the advice,of Advisory Panels when considering the initiation or progress of 
post-approval studies. These panels are composed of experts outside CDRH who 
independently review material and make recommendations to us, To assure t-he Advisory 
Panel is kept current on the progress of the post-approval studies, we may present or may 
request that you present the status or outcomes of the studies to&e Advisory Panels during 
their public meetings. Your presentations should contain the information requested in the 
section of this guidance entitled “What~Should the Post-approval Study Status Report 
Include?’ Our presentations will include our analysis ~d.~valuatiu~ of the post-approval 
study. 

In summary, this guidantie describes how FDA will impose and monitor post-approval studies 
imposed by PMA order. FDA will generally seek agreement on aprotocolbefore imposing a 
post-approval study by PMA,order. U+sss agreement is reached- on a different schedule, 
sponsors should submit status reports containing basic info~ati~~,abo~t-the study every six 
months for the first two years, dnd’ annually thereafter. This guidance describes the content of 
these status reports and. CDR.H’s intention to publish.the status~ ~~~Ost-ap~~ovaI studies on its 
web site. Further questions concerning post-approval studies may be directed to Steven H. 
Chasin, Ph.D., Deputy, Division of Postmarket S’&+veillance;Offiee of Surveillance 2% 
Biometrics, 301-594-3674. 
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